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REMARKS/ARGUMENTS 



The above-listed claim amendments along with the following remarks are fully 
responsive to the Office Action set forth above. Claims 1, 6, 7, 10 and 1 1 are amended. Claims 
2-5, 8 and 107 are cancelled. Claims 12-14 and 16-106 are withdrawn. New claim 108 is added. 
No new matter is added. After this Amendment, claims 1, 6, 7, 9-1 1, 15 and 108 are pending. 



Claim Amendments 

Claim 1 is amended to recite a composition that includes at least one naked anti- 
carcinoembryonic antigen monoclonal antibody and at least one therapeutic agent for treatment 
of cancer, wherein: 

(i) the anti-carcinoembryonic antigen (anti-CEA) monoclonal antibody (MAb) is 
unreactive with normal cross-reactive antigen (NCA) and meconium antigen (MA), and 
is a naked humanized antibody having a IgGl human constant region; 

(ii) said naked humanized anti-CEA MAb and therapeutic agent are formulated 
for concurrent or sequential administration; 

(iii) said naked humanized anti-CEA MAb is formulated in a dosage of 100 to 
500 mg. . COl/fQ 

Support for this amendment isjfcriqd in the Specification at least at paragraphs [0106]- 
[0108] and Example 13. Paragraph [0106] states, "one week prior to this 2- week chemotherapy 
cycle, hMN-14 monoclonal anti- ca^sinoeproryonic antigen antibody is infused over 2 hrs at a 
dose of 200 mg/m 2 , and repeated each week of the 2-week chemotherapy cycle, and every week 
thereafter for the next month with another chemotherapy cycle." 200 mg/ meter squared oO, 
translates to a 500 mg dose in many patients. 

Claim Objections 

The Abstract and Specification are objected to for including the attorney docket number 
of each of the pages. Each sheet of the Specification shall contain no other information (see 37 
CFR 1.71(0- 
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Applicants believe that 37 CFR 1 .71(f) was not meant to be applied in this manner, 
is customary for the attorney docket number to be placed in the upper margin. Accordingly 
Applicants respectfully request that this objection be withdrawn. 

The Specification is objected to for omitting to include the numerical amount(s) (units(s 
of the reagents used in various formulations or dosages from [0244]-[0258]. Applicants have 
amended the Specification to provide the original intended concentrations. No new matter is 



mer, as it 
inelv. v-^ 




added. Support for these original concentrations may be found in Figure IB and paragraph 



^0243 Jbf the Specification. Applicants have also amended the Specification to correct 
"typographical errors. ' 

Claim Rejections - 35 USC § 1 12 

Claims 1, 6, 8 and 107 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite. Specifically, the Office Action noted that claim 1 was indefinite because claim 1 
recites the acronym "anti-CEA." Applicants have amended claim 1 to recite "anti- 
carcinoembryonic antigen." Applicants request withdrawal of this rejection. 

Claim 6 and 107 are rejected as indefinite. Specifically, the Office Action noted that 
"said Class 111 anti-CEA antibody lacks sufficient antecedent basis. Claim 6 is amended to 
delete the phrase "a Class HI anti-CEA antibody" and further clarified by the addition of 
"humanized MN-14 " Claim 107 is cancelled and hence the rejection is moot. 

Claim 8 is rejected as lacking sufficient antecedent basis. Applicants have cancelled 
claim 8 and hence the rejection is moot. 

Applicants have also amended claim 7 to provide for proper antecedent basis. Q 

Applicants request withdrawal of these rejections. ^T" 



Claim Rejections - 35 USC § 102 

Claims 1,2,4-6,9-11, 15 and 107 are rejected under 35 U.S.C. 1 02(b) as being 



anticipated by Hansen et al. (U.S. Patcnf5, 874, 540) ("" Hansen"). Applicants respectfully 
traverse this rejection. 

Rejections under 35 U.S.C. 102 are improper unless each and every element of the T 
claimed subject matter is disclosed in a single prior art reference. Applicants submit that Hansen 
does not disclose each and every element of claim 1, as currently amended. Hansen does not 
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disclose the combination of an anti-CEA monoclonal antibody, which is unreactive with normal 
cross-reactive antigen (NCA) and meconium antigen (MA), and a therapeutic agent. Hansen 
also does not disclose a nak ed anti-CEA antibody h aving an IgGl human constant region. 
Rather, Hansen discloses a conjugated humanized anti-carcinoembryonic antigen monoclonal 
antibody. Furthermore, Hansen does not disclose the claimed dosage range of the naked 
humanized anti-carcinoembryonic antigen monoclonal antibody. 

The Office Action asserts that the use of "comprising" in claim 1 encompasses any 
composition comprising an anti-CEA antibody and a therapeutic agent, whether conjugated or 
unconjugated. Applicants respectfully traverse the assertion. The claims, as amended, recite a 
naked humanized anti-CEA antibody. By definition (see Paragraph [0056] of the Specification) 
a naked antibody is one that is not conjugated to a therapeutic agent . The word "comprising" can 
not be used to eliminate a positive limitation from the claim language. According to the plain 
language of claim 1, the claimed composition must contain an unconjugated humanized anti- 
CEA antibody, which is unreactive with NCA and MA, and a therapeutic agent. The claim can 
not be read to cover a conjugated anti-CEA antibody. As Hansen is not asserted to disclose a 
naked humanized ant^CEA antibody, this claim element is missing from the disclosure of 
Hansen and rejection under 35 U.S.C. 102 is improper. 

Therefore, Applicants respectfully request the withdrawal of this rejection. 



Claim Rejections - 35 USC § 103 

/fa Claims 1-3, 5, 9-1 1 and 15 are rejected under 35 U.S.C. 103(a) as being unpatentable ( 

over Primus et al. (U.S. Patent 4,818,709) ("Primus") as evidenced by Hansen et al. (Cancer / 
71:3478-85 (1993) ("Hansen II") and in view of Carter et al. (U.S. Patent Application [ 
20050222392) ("Carter"). 
(^) Claims 1 and 4 are rejected under 35 U.S.C. 103(a) as being unpatentable o ver Primus in 
(iew of Carter et al. and Queen et al. (U.S. Patent 5,530,1 10; )("Queen"). 



r- - ^ . 



\[j ) Claims 1 and 6-8 are rejected under 35 U.S.C. 103(a) as being unpatentable over Hansen 
in view of Queen et ah 

A prima facie case of obviousness requires: 1) the prior art reference or references must 
teach or suggest all the claim limitations, (2) some suggestion or motivation, either in the references 
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themselves or in the knowledge generally available in the art, to modify the reference or combine 
the teachings; and (3) a reasonable expectation of success. [MPEP 2 143] 

As discussed above, the claims as amended recite elements that are nowhere taught or 
suggested by the cited prior art references, either alone or in combination. Nowhere does the Action 
cite the disclosure of the combination of a naked, humanized anti-CEA antibody with a cytotoxi c 
therapeutic agent. Nor does the Action cite the disclosure of such a combination administered 
sequentially or concurrently or in the claimed dosage range. 

As discussed above^ Hansen does not teach or suggest the combination of a naked 
humanized anti-CEA antibody with a cytotoxic agent, the sequential or concurrent administrate 
of the combination or the recited dosage according to amended claim 1 . Thus deficiency is not 
corrected by any of the other cited references, either alone or in combination. Applicants initially 
note thatCarter et al. is an impr oper reference under 35 U.S.C. 102(e)(1) because th£j 02(e)(1) date / 
/ of the published application is the filing date of the PPT apf lication of April 7, 2003, not the filing 
f date of the foreign priority date of April 9, 2002] Hence, Carter et al. is not a proper reference in 
support of an obviousness r ejection. 

The disclosureftffHansen II Hording the Class II anti-CEA Mab NP-2 is not relevant to the 
amended claims, whicndo-iwrl : ecte Class II anti-CEA Mabs. As stated in the Action, ('Primus^/ 
does not disclose compositions comprising the antibodies and cytotoxic agents, such as vincristine, 
doxorubicin, DTTC or cyclophosphamide." The reference o|tarte^)even if it were a proper prior 
art reference, is said to disclose an "anti-idiotypic CEA antibodies" that is not relevant to the 
claimed subject matter, which recites naked humanized anti-CEA antibodies. An anti-idiotypic 
CEA antibody acts by a fundamentally different mechanism from an anti-CEA antibody and, if 
anything, teaches away from the instant claims. Thus, the asserted disclosure of Carter to anti- 
idiotypic CEA antibodies, "administered alone in a monotherapy or in combination with other 
pharmaceutical^ effective drugs," can not be considered as a suggestion or motivation to make the 
instant claimed combination. Nor would the asserted disclosure of Carter to a combination of anti- 
idiotypic anti-CEA antibodies with pharmaceutical^ accepted drugs provide the skilled artisan with 
a reasonable expectation of success in making and using the instant claimed combination. 
Applicants reiterate that the use of anti-idiotypic CEA antibodies, "which act as functional mimiCs 
of the antigen, adjuvant or pharmaceutical^ acceptable carriers" must act by a fundamentally 
different mechanism than anti-CEA antibodies. The first type of antibody is presumed to activate 
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CEA, while the second is presumed to inhibit it. Thus, if anything, the skilled artisan would be led 
to expect completely opposite effects of anti-idiotypic CEA antibodies and anti-CEA antibodies. 

There is no disclosure in any of the other cited prior art of a the combination of a naked, 
humanized anti-CEA antibody with a cytotoxic therapeutic agent. The Office Action is unable to 
point to any disclosure in Primus, H ansen II, Carter et al. or Queen et al. that discloses the 
claimed subject matter. Therefore, a prima facie case of obviousness has not been established. 
Applicants request reconsideration and withdrawal of the rejection. 

Conclusion 

All pending claims are now in condition for allowance. A notice to that effect is 
respectfully requested. If there are any remaining questions, the Examiner is requested to contact 
the undersigned at the number listed below. 

Respectfully submitted, 



By: /Tanya D'Souza/_ 

Tanya S. D'Souza, Reg. No. 56,948 

612/766-7835 

Customer No.: 35657 

Dated: August 21, 2006 
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